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H2C=CH-C-NH-CH2-OH
N-(hydroxymethyl)acrylamide (HMA) was
tested for reproductive toxicity, neurotoxi-
city, and dominant lethal effects in Swiss
CD-1 mice, using the RACB protocol.
HMA was tested as one ofa series ofacry-
lamide congeners. HMAwas chosen to rep-
resent a structure for which reproductive
effects were reported to be greater than the
neurotoxicity. A dose-range finding study
was used to help identify doses for the main
study that were relatively low, to prevent
debilitating neurotoxicity: Concentrations
in drinkingwaterwere set at 0, 60, 180, and
360 ppm. Exposure was for up to 27 weeks.
Consumption levels calculated with daily
water consumption and body weights were
approximately 13, 37, and 68 mg/kg for
males and approximately 17, 47, and 101
mg/kgfor the females.
In the first generation, there was a con-
stant trend toward reduced grip strength
that only sporadically reached significance.
There were no effects on adult body
weights, while there were 26% fewer live
pups at the top dose in the first generation
(this amounted to '3 pups perlitter). At the
end ofthe continuous cohabitation phase, a
dominant lethal test was conducted with
treated males ofall dose groups; there was a
50 and 300% increase in total post-implan-
tation loss in the middle and high dose
groups (approximately three pups perlitter),
and a concomitant 22% decrease in live
fetuses only at the high dose (approximately
three pups perlitter). At necropsy, therewas
a 15% reduction in testis weight in the high
dose, and a similar decrease jn epididymal
sperm concentration.
The survival ofthe second generation
was notaffectedbyHMAconsumption, but
by the week ofmating (74±10 days ofage),
male F1 body weights were reduced by 10,
8, and 8%. In theFl mating, therewere 19,
18, and 55% fewerlive F2 pups perlitter.
Terminal male body weights were
decreased by 12, 11, and 9% for the FI
males (low to high dose groups), which
helped produce an increase in adjusted kid-
ney and liver weights forFl males. Kidney
weight was elevated by 6% for the high-
dose females. Seminal vesicle weight was
reduced by 12 and 22% in the middle and
high dose groups, respectively. In F1 mice
there was a 10 to 15% reduction in grip
strength during maturation, but treatment-
related differences were gone by the week
ofmlating. There were no treatment-related
microscopic alterations in the nerves or
testes oftreated F1 mice.
In summary, HMA produced signifi-
cant dominant lethality in the presence of
mild and variable neurotoxicity and no
effects on bodyweight in theFo mice.
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Summary: NTP Reproductive Assessment byContinuous Breeding Study.
NTIS#: 93151561
Chemical: N-(hydroxymethyl)acrylamide
CAS#: 924-42-5
Mode of exposure: Water
Species/strain: CD-1 Swiss mice
F generation Dose concentration - | ppm 180ppm 360ppm
Bodyweight - _ -- ,
Kidney weight'
Liverweighta , -
Mortality _
Feedconsumption . -__
Waterconsumption _
Clinical signs - _ _,
litters/pair _ -
livepups/litter, pupwtLtter - ,-
Cumulativedaystolitter - - _-
Absolutetestis,epididymisweighte . 4
Sex accessoryglandweight'(prostate, seminalvesicle) _ . _-_
Epidid. sperm parameters (#, motility, morphology) - ,
Estrouscycle length _ __
Determination ofaffected sex(crossover) Male Female Both
Dose level 180,360DL I
F, generaton Dose concentration 6 p 180 ppm 360ppm a _ ____
Pupgrowthtoweaning
Mortality.----- ------..-__
Adultbodyweight 4.- 4.,- .,-
Kidneyweight" I - - t,t
Liverweight" - I,- _ -
Feedconsumption _ - ,-
Waterconsumption _ -
Clinical signs ______- -- L -.-
Fertilityindex
#Iivepups/litter; pupwt./litter 4 - _ _ ,- 4
Absolutetestis, epididymisweighta - _ _
Sexaccessoryglandweigh?(prostate,seminalvesicle) - - _ - 4.
Epidid. sperm parameters #, motility, morphology) -_
_ _ _ _ _
Estrouscyclelength _ - _ _
Affectedsex? Male
Studyconfounders: None
NOAELreproductivetoxicity: Notreached, based onpup numberin F, matings
NOAELgeneraltoxicity: Notreached, based onF, malebodyweights
F, moresensitivethanFo? Yes
Postnataltoxicity: No
Legend: -, nochange; e, no observation; 1 or-1, statistically significantchange(p<0.05); , nochange in males orfemales. 'Adjusted forbodyweight.
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